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dear Ken; 

The a d d i t i o n a l  r e p r i n t s  have been s e n t  off ana I hope that you 
r ece ive  t h e m  before  t o o  iong,, X was very s o r r y  t o  miss d r .  Shiba ' s  
v i s i t ,  a u t  'Theresa and Tom d id  give m e  both h i s  and your regards .  

There i s  very  i n t e r e s t i n g  news from t h e  l a b  t h a t  you w i l l  want t o  
know, Over t h e  p a s t  s ix  or  e i g h t  months, i n  a v a r i e t y  of ways, we have 
laacie new and independent i s o l a t i o n s  of SV40 d e f e c t i v e s .  I n  e s s e n t i a l l y  
every i s o l a t i o n ,  one of t h e  major new d e f e c t i v e  forfils i e  very  similar t o ,  
i f  noc i d e n t i c a l  t o ,  t h e  d e f e c t i v e  whose sequence you determined. These 
d e f e c t i v e s  are e s p e c i a l l y  p reva len t  when one passages wild t y p e  v i r u s  a t  
33 degrees ,  a n  observa t ion  t h a t  i s  c o n s i s t e n t  w i t h  r ecen t  experiments 
showing t n a t  your d e f e c t i v e  is  r e p l i c a t e d  WC!I more e f f i c i e n t l y ,  at 33 
degrees  than  a t  37 degrees ,  compared t o  wild t y p e  SV40  W A .  I n  o rde r  t o  
f a c i l i t a t e  p u r i f i c a t i o n  of t he  new d e f e c t i v e s  w e  have been inco rpora t ing  
tiieu by recoahinant  IfdA techniques i n t o  E. c o l i .  Then w e  have p len ty  of 
m a t e r i a l  for  a n a l y s i s ,  f r e e  of any contaminating monkey sequences. Both 
by hybr id i za t ion  and by r e s t r i c t i o n  a n a l y s i s  t h e  s i m i l a r i t y  t o  your defec- 
t i v e  was a l r e a d y  c l e a r .  Joseph Paparnatheakis, a fellow t h i s  year, has  
now sequenced one of t hese  i n  part .  
sequence i n  every place w e  have deterrtiinecl. This i nc ludes  t h e  j o i n t  be tween 
SV40 and monkey sequences to t h e  r i g h t  of the PI-1 sequence, and,  uos t  su r -  
p r i s i n g l y ,  t h e  inve r s ion  and d e l e t i o n  i n  t h e  sV40 sequence i t s e l f .  We are 
w r i t i n g  some of t h i s  up and as soon a s  t h e  p r e p r i n t s  are ready I w i l l  send 
cop ie s  t o  you. 

i t  i s  e s s e n t i a l l y  i d e n t i c a l  t o  your 

Needless t o  say  w e  are very exc i t ed  b y  a l l  t h i s  since i t  sugp,ests some 
measure of s p e c i f i c i t y  i n  the v i r a l -hos t  i n t e r a c t i o n s  t h a t  g ive  rive t o  
these  ruolecules, Tom iZicCutchan has prepared very  pure probes of t h e  unique 
monkey sequences by c loning  p a r t s  of your d e f e c t i v e  i n  E. c o l i .  r i e  has 
used t hese  t o  look f o r  t h e  sequences i n  genomic monkey ONA ( a f t e r  b l o t t i n g  
r e s t r i c t i o n  enzyirle d i g e s t s  from g e l s  t o  u i t r o c e l l u l o s e ) ,  de  found s e v e r a l  
bands, which f i t s  w i t h  iny o ld  Cot curve d a t a  t h a t  suggested 13 copies  of 
tile sequence aroutid t n e  i3am s i te ,  wi th in  the monkey genome. H e  is c u r r e n t l y  



involved in c lon ing  these sequences from monkey i n  E. coli, and w i l l  then 
look a t  t r i e m  to 5ee j u s t  how silailar they  are t o  t h e  sequence i n  t h e  defec- 
t i v e .  de a l s o  tiave a hunch that  t h e  33 base p a i r  i nve r t ed  SV40 sequence 
nay i n  fact  d e r i v e  froiil the monkey gericsroe itself. 

You see then t h a t  t he  work you d id  and t h e  sequence you determined has 
become the c e n t r a l  p o i n t  f o r  a g r e a t  d e a l  more worn, so you are always i n  
our minds and conversa t ions .  

:4y t a r u i l y  is very  w e l l  indeed and I thaiik you for inqui r ing .  We spent  
auout  t e n  days this sumaer a t  our  house i n  the Caribbean and there we enjoyed 
t h e  owl t h a t  your wife tnade. It looks wonderful on t h e  wall  there .  I hope 
tiiat you and your fami ly  are a l l  very w e l l  too. 

With bes t  regards  from everyone h e r e ,  

S ince re ly ,  

Piaxine Singer 


